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As director of the Office on Women’s Health at the
US Department of Health and Human Services, my
advice for you this morning is, “ask questions.”
Whatever role you play in the health system,
whether you are a patient, researcher, provider,
or educator ask questions. Although we know much
about the causes of some diseases and the effects of
behavioral, social, and genetic risk factors, we
know too little about health differences between
men and women, between white populations and
minority populations. So, I urge each of you to ask
questions and get meaningful answers. They could
save your life.

What questions should you ask? Consider
those in Table 1. We can’t make men’s health a
priority if we continue to be unwilling to ask
questions about how health problems affect
men and women differently. The same goes for
racial/ethnic minority populations, remember-
ing that men and women also comprise these
populations.

The past quarter century of focus on
women’s health has revealed some tantalizing
examples of fundamental differences between
men and women, beyond their reproductive
tracts. Certain types of painkillers, called kappa
opioids, are much more effective in relieving
post-operative pain in women than in men
receiving the same treatment [1-3]. However,
early studies in male rats concluded this class
of drugs was ineffective. Basic physiological
differences between men and women can influ-
ence their reactions to drugs. Women generally
have lower body weight and smaller organ
sizes and a higher percentage of body fat.
Sex differences in drug reactions also can be
a result of differences in how men and women
process drugs at the molecular level [4,5]. Alco-

1 Remarks presented to the National Men’s Health Con-
ference, Arlington, Virginia, USA, May 21, 2004.

© Published by Elsevier Ireland Ltd on behalf of WPMH GmbH.

as a public

hol is a great example here. Women'’s livers are
smaller, and the enzymatic processes required
to metabolize alcohol are somewhat slower in
women, but they may differ in more subtle
ways. How else can we explain alcohol’s con-
tribution to women’s risk for breast cancer [6]?

The structure of the brain and the way it
functions is different in women and men [7,8].
Given these differences in brain function, we
should not be surprised to see sex differences
manifest in mental health. Although almost
equal numbers of men and women are
afflicted with schizophrenia (about 2 million
Americans), men typically experience symp-
toms earlier, with more intensity, and have
poorer prognoses than women [9,10]. Depres-
sive disorders afflict almost 10% of the popula-
tion, but depression is two to three times more
common in women as in men [11]. Men have
higher levels of serotonin in the blood, a che-
mical required in the brain for maintaining
moods, which may help explain this fact [12].
But we are now recognizing that depression is
a serious problem for men. This makes me
wonder if the diagnostic criteria are actually
normed to women.

Many people consider osteoporosis to be a
woman’s disease. However, 2 million men in
the US have osteoporosis (compared with 8
million women). Millions more men and
women have low bone density, placing them
at risk for the disease [13].

The National Heart Lung and Blood Insti-
tute’s ongoing study on cardiovascular disease,
the Framingham Study, included women from
its inception in 1948. Investigators wanted to
understand the natural history of cardiovascu-
lar disease and why 1 in 4 men age 55 and older
in this town developed heart disease [14,15].
This study began in a time when a good break-
fast consisted of potatoes, eggs, and a slab of
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Table 1 Suggested questions for various audiences

WHO should ask

What to ask about sex/gender differences in diseases,

drugs, other treatments

Patients Does this affect me differently because I'm a woman/man?
Providers Will this affect my female and male patients differently?

Providers-in-training
Scientific reviewers

(for journals, funders) subjects differently?

Does this behave differently in female and male patients?
Did the investigators adequately assess whether this affects female and male

Researchers How does this affect female and male subjects differently?

Review committees
(for funders)

Does the study design allow the investigator to explore how this affects female
and male subjects differently?

fatty meat: all fried in oil and covered in gravy.
We did not know smoking was bad for the
heart, that high blood pressure was not a
normal part of aging, and that high choles-
terol leads to heart disease. Their first pub-
lished report on heart attack/heart disease
declared that women did not experience heart
disease. By about 1964, however, they had to
update that report because the women in the
study had developed heart disease, just 10
years later than men.

I appreciate the discussion of over-diagnosis
of prostate cancers. In women’s health we are
debating ductal carcinoma in situ and lobular
carcinoma in situ, commonly diagnosed forms
of breast cancer, most of which appear not to
metastasize. But right now, we cannot tell
which ones will metastasize, so all must go
forward for treatment. And like prostate can-
cer, the treatment and follow-up is neither
simple nor easy. Truly we need better tools,
both molecular and biochemical, to help us
improve the differentiation of these cancers.

Numerous examples exist of differences in
health outcomes between and among different
populations of men and women. For example,
among white men, American Indian/Alaska
Native men, and Hispanic/Latino men, chronic
liver disease is ranked among the top ten
causes of death. But it is not a leading cause
of death among Asian/Pacific Islander men nor
African American men [16]. Injuries including
motor vehicle crashes, homicide, and suicide
are among the ten leading causes of death
among all men. Yet significant differences
occur in the types of fatal injuries across the
lifespan, and even more significant differences
among racial/ethnic groups and white men
and women. At the heart of this may be the
culture of being male, of glorifying risky beha-
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viors, of values around power, entitlement,
and control. It’s not easy being a man, and
we are long overdue for a conversation about
what is killing you, your sons, brothers, uncles,
fathers.

When [ reflect on the opportunities to
address men’s health, I'm most struck by data
on the years of potential life lost among men
before age 75, a very clear measure of prema-
ture mortality. (Years of potential life lost
means that if you die at age 50, but as an
average person your life expectancy was really
75, you have lost 25 years of potential life.) For
the most recent age-adjusted data available to
me, 2000, for every 100,000 Americans under
75 years of age, we lost a total of over 7,500
years of life. Heart disease erased over 16% of
those years; cancer about 22%; and all injuries
over 21% [16].

For every 100,000 men under 75 years of
age, we lost over 9,500 years of life, compared
to over 5,600 years for women under 75.
Among men, injuries, homicide and suicide
stole over 2,400 of those years, one fourth of
the premature mortality! By comparison,
women lost just over 800 years to injuries,
homicide and suicide: only one-third the loss
suffered by men. Heart disease stole over 1,700
years from men, and less than half that num-
ber from women, compared to cancer, which
claimed over 1,800 and over 1,500 years,
respectively [16].

The gap in life expectancy between men and
women-now about 5 years-is explained by the
dominance of premature death from injury,
and secondarily, by heart disease. Sadly, we
may never close the gap entirely. One hundred
years ago, our best data tell us there was about
a 2-year difference (Robert Hahn, personal
communication, December 2001) substantially



less than we see now. And men have benefited
greatly from the gains in health research,
particularly on heart disease, as their death
rates from this cause have declined precipi-
tously: half as many years of potential life lost
now compared to 20 years ago, as women
gained only about a third of those years. The
decline in men’s smoking rates probably is the
most important factor here; women’s smoking
rates peaked in the 1970s and have only now
returned to about 23%. But, as women, our
heart attacks and lung cancers are still pro-
blems we too often fail to recognize.

We continue to benefit from collecting data
on diseases, behaviors and conditions that
affect our health. My office, the Office on
Women’s Health, in collaboration with the
Office of Minority Health, has released the
first-ever data warehouse containing extensive
US health data at the county and state level by
age, race/ethnicity, and sex. It includes infor-
mation on a variety of chronic and infectious
diseases, including heart disease and indica-
tors for mental health, reproductive health,
maternal health, violence and abuse, illness
prevention, and access to care. For those of
you who work with data, you know how hard
it can be to obtain health statistics at the

local level. Including male data allows us to
closely examine health disparities by sex
and by race/ethnicity. The data warehouse will
be available online this fall, and a link to it
will be available through our website, http://
www.4woman.gov/.

We have so much to learn about our health,
from understanding basic biological differ-
ences between the sexes, to translating these
findings into clinical practice, to increasing
access to health services for all men, women
and children. We will all benefit from these
efforts.

Iencourage men to learn from what we have
not been able to accomplish yet in women’s
health: to drive the questions completely
through the health care system, along the
complete continuum of discovery, develop-
ment, and delivery. Ask the questions, demand
answers!

Acknowledgement

Examples of sex differences, unless otherwise
noted, were found on the Society for Women’s
Health Research web site, http://www.womens-
health.org|.

References
[1] Gear RW, Gordon NC, Heller PH, Paul SM,

[3

[4

[5

Miaskowski C, Levine JD. Gender difference
in analgesic response to the kappa-opioid
pentazocine. Neurosci Lett 1996;205(3):
207-9.

Gear RW, Miaskowski C, Gordon NC, Paul
SM, Heller PH, Levine JD. Kappa-opioids
produce significantly greater analgesia in
women than in men. Nat Med 1996;
2(11):1248-50.

Gear RW, Miaskowski C, Gordon NC, Paul
SM, Heller PH, Levine JD. The kappa opioid
nalbuphine produces gender- and dose-
dependent analgesia and antianalgesia in
patients with postoperative pain. Pain
1999;83(2):339-45.

Rademaker M. Do women have more
adverse drug reactions? Am J Clin Dermatol
2001;2(6):349-51.

Meibohm B, Beierle I, Derendorf H. How
important are gender differences in phar-
macokinetics? Clin Pharmakokinet 2002;
41(5):329-42.

(6]

N

[8

[9

[10]

(1]

Holmes MD, Willett WC. Does diet affect
breast cancer risk? Breast Cancer Res 2004;
6(4):170-8.

Hall GB, Witelson SF, Szechtman H, Nahmias
C. Sex differences in functional activation
patterns revealed by increased emotion pro-
cessing demands. Neuroreport 2004;15(2):
219-23.

Gur RE, Kohler C, Turetsky BI, Siegel SJ,
Kanes SJ, Bilker WB, et al. A sexually
dimorphic ratio of obrbitofrontal to amyg-
dala volume is altered in schizophrenia. Biol
Psychiatry 2004;55(5):512-7.

Seeman MV. Schizophrenia in women.
Medscape coverage of First World Congress
on Women’'s Mental Health, 2001; http://
www.medscape.com/viewarticle/
4200337src=search. Accessed 2 July 2004.
Usall J, Araya S, Ochoa S, Busquets E, Gost
A, Marquez M. Gender differences in a
sample of schizophrenic outpatients. Compr
Psychiatry 2001;42(4):301-5.

Burt VK, Stein K. Epidemiology of depres-

[12]

[13]

[14]

[15]

[16]

sion through the female life cycle. J Clin
Psychiatry 2002;63(Suppl 7):9-15.
Muck-Seler D, Pivac N, Jakovljevic M. Sex
differences, season of birth, and platelet 5-
HT levels in schizophrenic patients. J Neural
Transm 1999;106(3-4):336-47.

Fast Facts on Osteoporosis. National Insti-
tutes of Health, Osteoporosis and Related
Bone Diseases National Resource Center;
February 2004. At http://www.osteo.org/
newfile.asp?doc=fast&doctitle=Fast+
Facts+on+Osteporosis+doctype=HTML+
Fact+Sheet. Accessed 2 July 2004.

Brink Susan. Unlocking the heart’s secrets;
1998. http://www.forces.org/articles/files/
fram.htm. Accessed 2 July 2004.

Through the looking glass: women and
heart disease. http://Awww.framingham.
com/heart/4stor_04.htm. Accessed 2 July
2004.

National Center for Health Statistics. Health,
United States, 2003. Hyattsville, Maryland;
2003. p. 140-6.

jmhg Vol. 1, Nos. 2-3, pp. 147-149, September 2004 | 149


http://www.medscape.com/viewarticle/420033?src=search
http://www.medscape.com/viewarticle/420033?src=search
http://www.osteo.org/newfile.asp
http://www.osteo.org/newfile.asp
http://www.medscape.com/viewarticle/420033?src=search
http://www.medscape.com/viewarticle/420033?src=search
http://www.medscape.com/viewarticle/420033?src=search
http://www.osteo.org/newfile.asp
http://www.osteo.org/newfile.asp
http://www.forces.org/articles/files/fram.htm
http://www.forces.org/articles/files/fram.htm
http://www.framingham.com/heart/4stor_04.htm
http://www.framingham.com/heart/4stor_04.htm

